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Stress dependent production and release of aggregated proteins in
neurodegenerative disorders
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We examined the effects of cellular stress on the aggregation and release of
pathogenic proteins. In Alzheimer®s brains, metabolic stress aggravated ER stress and systemic to
brain transmission of noxious signals to enhance amyloid pathology. Tau proteins were shown to be
cleared through the glymphatic system, which was enhanced by amyloid stress. Alpha-synuclein
aggregates were released by LRRK2-Rabl0 signal in a reciprocal manner. Phosphorylation of FUS
protein attenuated its insolubility. These findings underscored the importance of various cellular
stresses in the aggregation and release of causative proteins.
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